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Jane Henney, M.D.
Commissioner
The Food and Drug Administration
5630 Fishers Lane
Rockville, MD 20852

Re: Docket No. 97N484S; Suitability Determination for Donors of Cellular and
Tissue-Based Products; 64 Federal Register  189, September 30, 1999.

Dear Commissioner Henney:

The Midwest Eye-Banks & Transplantation Center (MEBTC) appreciates the opportunity to
comment on the Food and Drug Administration’s (FDA) proposed rule: Suitability
Determination  for Donors of Human and Tissue Based Products. MEBTC is a 501 (c)(3)
not-for-profit organization whose mission is to procure and provide donated human eye tissue of
the highest quality for sight restoring transplantation procedures. MEBTC is comprised of the
Michigan Eye-Bank, the Illinois Eye-Bank and the BroMenn Watson Gailey Eye-Bank. These
three banks provide over 2,500 corneas each year for transplant.

MEBTC banks are founding members of the Eye Bank Association of America (EBAA) and
participate at all levels of the Association. We actively support the Association’s programs in the
establishment of Medical Standards, the accreditation of eye banks and the education programs
for eye bank technicians, ophthalmologists and researchers.

MEBTC worked closely with the EBAA in the development of the Association’s comments on the
proposed rule. We strongly support the Association’s position as stated in the attached
documents.

President & Chief Executive Officer

Jls: 122899CommentsFDA.ADM.Reg
Enclosure
By UPS Overnight
cc: MEBTC Board of Directors

97N 4843
Michigan Eye-Bank
1000 Wall Street
Ann Arbor, MI 48105
734 764-3262 / 800 247-7250
Fax 734 936-0020

Illinois Eye-Bank
800 S. Wells Street, Suite 185
Chicago, IL GO607
312 431-3333 / 800 548-4703
Fax 312 431-3433

BroMenn-Wats&  Gailey Eye-Bank
Virginia at Franklin Avenue
Normal, IL 61761
309 454-3575 I800 548-4703
Fax 309 454-3486
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he Henney,  M.D.
cpmmi55imer
TheFood and Drug Administration
5630 Fishers Lane
Rmkvik,  MD 208.52

Ref: Docket No. 97N-4843;  Suitabiity  Determination for Dama of Cellular  and.TissueBased  Products; 64 Federal Reprster 185); se 3q 1999.

Dear commissioner Henney:

On behalf of our ma than 100 U.S. nwmber  eye bank organizathms,  the Eye Bank
Association of America (IBM)  appreciates the opportunity @ comment on tbe Food
and Drug Administtition’s  (FDA) prdposed  rule; Suitability  Determination  for
Donors of lhnan Cellular and TissueBased Fmductv. 4% membership
represents a participation rate of -*A of the entire U.S. eye b@nking community  and
provides 97?h of all carneal tissue for tmnsplantation. All eye banks are 501(c)  (3)
organizations whose mission is to procure and provide donated human eye tissue for
sight restoring transplantation procedures. The Associati~  strivee  to e32suTe  the
superior quality of banked human eyes through  the adoption and implementation of
stringent medical standards.

Introduction:

The eye banking community is proud of its history. The  first wrneal transphmt  was
performed in 1905 and the frrst eye bank opened in&Jew  Ycukjn  1944; &is bank
marked  the first organized attempt to f@itate the transfir oftissue &om donor to
patient. The eye banking model was succes&lly  rqlkated  ia other  communities
acruss the United St&es. Following the developrSle#It  of the ayei  ixknkiq systwn, the
EBAA was founded in 1961 by the Americran  Academy ofC?phthahology. The
Association was the first tisplant  association and the first to establish medicA
standards. The Association alsa established and adminim  + comprehensive
education and certification program for technicians and ot& eye bank profiwsionals,
continuing education programs for ophthalxnologists  and B and an ‘.’
institutionalized program of acweditation  for eye banks. EBAA’s Medid Standards
and certification program are used m models fix other programs.

EBAA Annual Meeting. b+hSthI~O~  Oc, June  214?d,  2000
EBAA Education  Conference, CLhlcmdo,  R &hbef N, 1999

1015 16th Street, NW Q Suite 1010 * WaShlI@Cm,  CU.?, 2tXMXkt~~~~Fax202429-6036
E-mail Addres:  Slghtebaa@acsl.com  0 WVWV Address:  htttx//ww$‘~Or~ht.w~

.
\

T0 39Wd
I

SE096ZPZQZ 69 :zT.  666T/8Z/ZT



Page two, EBAA Comments

me FDA has been  provided copies of E&U’s  Medical Standards  and suppo&ne  documents.]

The EBAA’s Medical  Smdards  are specific to banked hunan eye tissue, scient.ificaUy-ked and
developed to ensure safe transplantation. EBAA’s  Medical Standa+ e twice-yearly $eer-
reviewed and revised when  necessary to eqmre  the practice  of state-of-tlwut  safety procedures.
Such sttandards  an@ procedures are also revrewed  annually by the Am&can  Academy of
Ophthalmology. *II should be noted that the EBAA was the first
institute mandatory testing Of transplant donors  for the presence  ofT%

lant a!gmizatlon to
The Associaticm  was

among the first transplant organizations to institute mat&tory testing id screening  proeed~s
for hepatitis  I3 and C as testing  became available.

FDA’s Proposal

FDA ~IQPOS&  to broadiy regulate ~WWIII  tissue and IIXJ~.~XW  most -mb to tea for
syphilis and screen for Wsmissible spongiform  encephaI
Mob  disease (CD); exwptions  are made iu certain iiitir

ttdes  (-BE), ineluding  Creutzfkldt-
situations,  ‘l’k proposal  ignores  the;

agency’s statement on page 52713 of the Federal Re&tq,  wbicb  sta& that t& &&s of dim
transmission vary by celIu.la  and tissue-based product.

EBAA’s  Position:

The American cornea1 tissue supply is safe. No public health threat exists; there has been z;e~)
transmission of systemic-Xectious  disease in
consemtive  years.
Part 1270, the eye
imposed standards, and p&ections
noted by the commtity’s  safkty history. l

The proposed regulation places corueal  traIlsplant  tissue under 8 generic  and ail inclusive
regulatory framework not warranted by experience or scient&  evidence.  This proposed
rulemaking, incbxive  of all tissue, mimics the practice of defensive m&Ii&c - “defaive
rulerraking”  -- where tests arc ordered beyond the scope of practice parameters, are costly, and
add no determined medical benefit. Generic and broad-w safety  standa& will  undermiue
specific requirements that are peer-reviewed for the eye bank&g  comuumity.
FDA’s broad regulatory  approach may actually foster problems in a commum

The  ado@tion  of
-tythathas

experienced no transmission  of qster&G&ctious  disease for over 13 ytars. These issues are
specifically  addressed later in this response.

The economic impact of the proposed rule is significantly  Un* The ;zirements under
the proposed rule would produce a cost with no related increase  in S&Q. Thp“$under  of
potentially paying a user fee in the future  for this

T
of unneoessary  oversight will further add

to acquisition costs,
~mruunity.

Cost increases  ai+ not ail7 8 SofkCl  by the not-fm-mfit  eye bE&
At some point, access will  he in’1pallI3d  for no jWt.ifiable  reasOn.
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Page three, EBAA Comments

Comeal  tissue destineCr  for human transplant is not a mauufac+rcd  device or
3

,
tissue with a very limited period of viabrlity.  The cornea must  be recovered,  e

but is a living
u&d,

medically screened including serological testing for viral markers and vided  for
transplantation as soon as possible, Ideally,  this occmx  in one to two Gs.fdtm  tissue recovery.
Beyond five days, a cornea is unlikely to be acceptable  +J a U.S. surgeon.  Untie other human
tissue, time is of the essence in screening  md releasing corn& tissue in the effort to achieve  the
optimal surgical optcome  for the patient/recipient, The FDA’s proposed requirements under this
rule will increase%sting  time with no proven benefit, thus pushii the aeeeptable  time  limit  for
transplantation, posing quality problems.

The American Corned  Tissue Supply is Safe:

Since the adoption of EBAA’s Medical Standards in 1980, there have been  only two reported
cases of systemic disease transmission by corneal  tran@antaticm  in over 850,M)O eomeal
transplants ifi the United States. Both, cases of hepatitis B, occurred  in the early 19805 prior to
the development of hepatitis testing. As noted above, the EBAA ~85 auicmg  the tit traasplant
orga&ations  to institute mandatory screening and testing procedures for hepatitis B. Wth the
advent of hepatitis B testing, there have been no caws  of any syntek@e  infedio~s  disease
transmission In over 560,000 U.S. cornea1  transplants. This rwwd is te&imo~y that &e
present self-regulatory approach is working. A JLOO% safety record cannot be improved.

On the rate occasion when transmission of systemic inf&tious  disease has occurred, the
community has immediately qonded, risen to the challenge, reviev& the ease vis&vis
relevant standards and available scientific lmo$edge,  and adopted &auges  to prevent future
occurrence. In sum, in emerging situations ?he~%  is a me&&m to titute new eye bank .
community standards to safe-guard the donor cornea pool.

EBAA medical standards require routine screening of donors  for the following: active viral
hepatitis, human immunodeficiency  virus  (HIV},  or HIV seropositive  donor, active viral
encephalitis or encephalitis of unknown origin, Cruetzfeldt-J-b  Disease (CID), and rabies.
EBAA requires screening of donors for symptoms oftransmksible  spongiform  eneephalopa~es
{TSE)  or CJD despite the fact that no known comeal recipients have contract4  ‘ES? or CJD III
the last twenty-five years in tie U.S. This fall, the EBAA convened a LOU
to further evaluate standards add procedures for safety relative to TN3 and

of m&Cal experts
tkD concern5

presented  out&k the United States. We believe this data is critid  to determining  appropriate
eye  banking pr&icc.  This model, a peer-reviewed scientific approach to @$.ic health  concerns,

is necessary to protect public health and ensure the integrity of the eye banking  system,

In the Case of Cornea1 Tissue, No Public Health Threat Exists:

The FDA fails to demonstrate any compelling public health threat or need  to justify th$
imposition of a broad regulatory approach for all tissue to include human eornealkye tissue,
Zero transmission af systemic infectious disease in over !XO,ooO  conseeutfve  cornea1
transplants does not constitute a public health threat.

E0 3Wd 9E096ZPZQZ 69 :z’c 666~/8Z/‘ZT



Page four, EBAA Comment

The Present Regdatory System Provide& SuBMent  and Effective OversipM:

11 All I.J 2% eye banks are subject to present  FDA regulation pursuant to part 1270 relative  to
HIV and hepatitis screening and testin
believe there are not universal Stancli3.J

proced-.  It is misleading tq allow  the public to
s in place, when ekarly  there are for HIV and hep&is.

2) The FDA%?mently  inspects eye banks for compliance with &rt 1270.

3) Should pulhc health problems be generated from a certain eye bank, the FDA has other
enforcement powers to call upon.

41 In the private sector, the E3AA provides a selfzxzgulated  accreditation  program for
member banks, There is one eye bank operating outside the EBAA  system in the
State of Florida. This Florida eye bank is inspected aad monitored for quality complianoe  under
Florida State’law,  which has incorporated the ElBAA’s  staudards  by r&rence.

5) The U.S. has a well defined tort system in place through its courts. Scientifically-based
standards adopted by accrediting bodies would be used  to define the staudard  of medical  practice.
If a bank  were to significantly deviate kom a community  adopted stand&,  t@ standard would
be referenced in a malpractice proceeding,

The E3AA believes there is sufficient oversight of the premt eye banking system. Ad&i new
broad-based regulatory requirements will rrot:  improve  a lOO!% safkty record. Ja fact, generic and
broad-based safety requirements, inclusive of almost all sofhumantissueusedin
transplantation, will replace the value of tissue specifics
and peer reviewed by specific tissue communities.

lY%pimnents  already cleveloped
This creates a situation where safety is

diminished in certain commtiti~  leaving the transplant population more  vulnerable to disease
transmission or other quality problems. l

FDA’s Economic Impact Estimates Are SigniWantly  ~tidersta&&

Human comeal  tissue is a donated human gifL Under public  Health s@ut~ @‘.I,. 98-504;  42
USC 273 et seq.,  the National Organ Transplant Act of 1984) corn& t&ue cannot  be purchased
or sold. Only the costs of acquiring tissue are reimbursable.  As noted ear&r, all eye bauks are
501 (c)(3) organizations.

A great deal of tissue is necessarily lost throughout the medical screening  process due to @t
results indicating contraindication to trzu@ant or risk factors identified during  constrution of a
donor profile, Eye banks only invoice an acquisition fee for a comes  that is transpllanted.  In
some instances, tissue is provided  by an eye bank as a char&&k service  fix indigent care, or for
findbring the advancement of the science of sight. The  donating eye bank inours  all the costs
associated with the procurement and distribution of the eye tissue. While there is generally no
acquisition reimbursement for this tissue, in some cases the eye bauk  receives nominal ~yment
for a portion of the direct costs associated with the pr~curem~t,  ~&II& an&r transportrng  the
tissue. In all cases, there is a fiuancial  loss to the eye bank.

b0 39Vd 9E096ZPZBZ 6 9  :ZT 666t,‘8Z,‘zT.



Page five,  BAA Comments

Today, we are fortunate to mea the demand  for comeal  tissue. Tissue shortages  could result in
the near future given the number of new procedures which alter the cornea to improve sight (e.g.
LASIK,  PRK). Such individuals canuot  be donors, We must be careful not to discard viable
tissue fo! non-scientific based concerns, Cost and access problems + result.

The  EBAA has reviewed the FDA’s estimated economic impact of the
believes them to be significantly understated. Ihe agency states the
are donor screenin$,  donor testing, record keeping, quarantine, donor suitability  determh&ons,
donor documentation, allografl documentation, and labeling.

TIE FDA only estimated the time needed for one person to &compare  the proposed  regulations
against the &lit ‘s current standards”.
takes issue with tE

As communicated elsewhere k,I our response4 the EBAA
e overall necessity of the proposed regulations as wellas certain specific

provisions. However, if implemented in their current form, the
necessitate clianges  for every one of the operational functions iCiE

~aed re&uMons  would
tied

above) and others not identified for every eye bank in the United Statea. “sa,
the FDA (listed

tiInl2  and resources
necessary to comply would not be limited to “comparing” or identifyhg items for oompliwce.

For example, any identified area for change
facility’s operating standards is just the
Medical Director must provide oversight,
action must be promulgated. Changes in
must be made and implemented, Most li
significant amount of the and resources
subsequent quality assurance to insure compliance.

The El3AA has not performed  a cost impact study but plans to do so.
certainly more than the FDA’s estimate of $45 to $229.

The ooonomic impact is
Unf~hmatel~~  the comment period did

not provide sufkient time fa a thorough cost assessment of tbo provrsions  discussed therem.
One authority on eye bank costs estkakd the annual impact  at $10,000 to $20,000 per average
eye bank.

The  EBAA is particularly sensitive to cost issues since the United States  I-X&b Care Financing
Administration recently sought to significantly reduce  Medicare reimbur&zrkwt  for the cost of
eye banks providing a corneal  tissue for transplantation, Eye Banking,  as a non-p&t
communi~,.inherently  provi+  a subsidized service.
of any a&tlonal

An kecurately  low tdxnatt  of the impact
re

restoring service tofile
uhix~l~~;~ely  harm our c~mmunity’s  endeavors  to provtde  our sight

. ,’

The  E&Q4 urges  the FDA to GOIT& the economic hlpti  of & !‘&aliorr+ We till be happy to
assist with this efhrt.

EDAA Proposal to the FDA:

The EBAA respectfully requests relief from the imposition of additional broad regulatory
requirements established under this proposed rule for human eye tisars until a public
health threat is founded. Specifically, the EDAA asks that banked humau eye trssue  b,e
characterized as “Allogcneic  banked human eye tissue” and that banked human eye tissue
be subject to uo %ew” systemic-infectious dtsease  req~meub  turtil a public health threat
and need is demonstrated. Instead of being subject to uuuecearrary,  broad-based regulatory
requirements that diminish peer-reviewed tissue specific standud4, the EDM wou!d
support a mandatory reporting requirement for the transmission of systemic iufectrous
disease through cornea1  transplantation.
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Page six, EBAA Comments

The EBAA supported the registration provision proposed tin the Federal R
-zig?1998, the “Establishment, Registering, md Listing for Manufa~rers  o

alrd Tissue-Based Products.” As mted above, we would aIso support mandatory reporting
of systemk infectious disease transmission. This requirement, coq~l$d with mrundtitory
registration, would provide a data collection,  vehicle fo esaess  the ueed for additional
government oversight. At this junetire,  the Asaociatian  believes  this would  be a prudent
approach If

9
Specific Issues &ntained ti the Proposed  Rule:

The attached pages (Attachment I, pages J -9) address certain  subject mat&r cmtakd in the
proposed rule. As you will note, the EBAA believes the most important issues r&&d in the
proposed rule  are not appropriate to the eye banking  model. ‘Ike provigions  required  in the
proposed rule will add significant costs without the benefit of additional  saf&y, and diminish
quality standards developed by the community far tissue used in corrraal traasplantation
procedures. ln sum, the FDA could foster quality problems in a community where none have
existed for over 13 years.

We appreciate the opportunity to comment  on this proposed rule and hope that you fmd our
atgwnents  compelling. Please know that the EEAA is mdabk to zesptd to ally additional
questions.

Sincerely,
,

I

Patricia Aiken  CYNeill,  Esq.
PresidentiCE

.

Enclosures
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Attachment I:
Specific Issues in the Rule

Pages ’
( l - 9 )

.
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EBAA  Attachment I

l *‘Manufacturer”,  LcProduct”,  and “Mrrketin&’

These terms are found through&t the proposed tie mdprtwmb~ .

i I
TQ describe eye bmks  cmxml tisnu, and donor nmtch@g.

Under  the d,”&l tion, the organizations that rewver, exmeq  test, prowss,  store, label,
package, or distribute human cellular, or tissue based prod&s  8ve referred to as
“manufacturers”. Webster &fines  this term as %one  that manu&etums”  or ‘makes into a
product &+able  for use; to make f%om raw materials by hand or machineq.” This term
demeans the human aspect of what eye banks  do which is to utUze, not mmA,

graciously and compassionately donated human tissue for the benefit  of mankind. It
would be more respectful of the thousands of donors and donor  fhr&ies to use a less
offensive term.

“Marketing:’ suggests a business model of competitiou  and profitability, Comeas  are
neither  sold nor bought under present law. There are no plans to al&r corneas for other
health care uses. This term is inappropriate for the commu&y, and could  potentially
destroy a charitable education and donation network if the general publie  is led to h&eve
banked human eyes are *‘marketed”.

In fact, using such terms puts regulation k wnfiict with several state statutes whi&h
declare “the procurement, processing, testing, storing, or provi&ng  of human tissue for
human transplant” to be “a service” and that such “service does not constitute the sale of
goods or products to which implied warranties  of merchantability and fitness for a
particular  purpose are not applicable.” Designating eye Ix&s as %anufa&uem~  (and
tissue as a “product”) is false and misleading and raises potential legal issues, as well. It
would establish expectations and standards dif&rent  from the services an eye hank
delivers; human eye tissue cannot be manufhctured.  It could  subject  eye banks to
inappropriate product liability litigation.

EBAA Comment:
The EBAA recommends that the agency cartfully  evaltite such  business terms for its
impact on the donation system, The Association b&eves these terms m inappropriate to
describe human anatomical donation and the provision of tissue for transplantation.

l “Relevant  Disease Risk”

Se&m  1271.3-&I  (2)

Section 1271.3 (y) (2) defines ‘kelevant”  communicable disease agent or disease that
warrants screening and testing of all donors. This deiinitio~  and mquirement  thereto is
overly broad. Such  definition would  subject all tissue entities to unfair malpractice
claims, leaving the system v@nerable  and subject to unnecessary coats.

1
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EBAA Attachmeht  I

If FDA’s %levant  disease risk” for eye banks is represea~tecl  by the Agency’s tolerance
for CJ’D and T~ponema  pallidurn,  one  case and mm cases respectklly, it appears that the
mere hypothetical threat of a disease or agent @l make it eligibhz  for: required  screen@
and testing.

_
The FDA d$+ not identify a specific mechanism for commuuity  i&t,  no advisory
committee rev!ew,  etc. This requirement would leave the tissue community  vulnerable to
the imposition of requirements not scientifically reviewed.

EBAA Camment:
The EBAA’ recommends deletion of this broad requirement. Appropriate rulemaking
procedures and a demonstrated public health need must apply.

Seerim 1271.&(u)  (5)

Section 1271.85 (a) (5) requires screening for Treponema  pallidum  (syphilis). This
disease has been  repeatedly and int.ensiveIy  addressed by the eye banking community
and, after a great deal of consideration, has been  found to be not relevant  to eye banking.
As stated in the Federal Register  page 52701, a conununicable  disease agent  must be
relevant. ‘First, for a communicable disease agent or disease to be %levant,”  its
prevalence among donors would have to ‘be suf&ient  to wevraflt 5credng or testing of
all donors. Second, “there will need to be a risk of transmislsion  of dise~~  agent or
disease by human cellular  or tissue based product....”

There has been no coxdktned  evidence, nor reported suspicion of transmission of
Treponema pallidurn  (syphilis) by corn& trarrspIamat.ion.  Respeoted  studies have
demonstrated no evidence of viability of Treponana  pallidum  der corneal  storage
rsx.miit.ions  used by eye barks in the United States (Macsai,  Norris, Comeu,  1995; 14:595-
600). It has also been demonstrated (Goldberg, Laycock,  K&rd,  Wang, Repose, AMY
Ophrhdtnol,  1995:119:1-6)  that serologic testing for syphilis  doe~~~  not serve as a
surrogate marker for HIV testing, In addition, the low incidetrce  of new reported cases
(less than 7,000 cases in the United States in 1998) makes this  a poor screen to
recommend.

Positive serologic tests for syphilis in pre-screened  eye bank donors are almost  always
false positive tests and even if they were true positive tests,  there has been no reporlxxl
case of transmission of syphilis through transplamation  of curneal  tissllt. Thus, re@ring
Tmponema  pailidum  testing would reduce the number of available corn& donors,
increase costs, and provide no additional protection fa recigknts.

2
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EBAA Attachment I[

EBAA Commenti,
The EBAA rwommends  deletion of this requirement for scxwnjng  and testing for
treponema pallidum for those involved in eye hank@. ,

Section 1271.85  (b), requires additional testin8  for donors of viable, leukocyte-rich  ~11s
or tissue. ‘Page 52705 of the Federal Register lists %tem cells”  IN “examples of
leukocyte-rich cells or tissue.” This tet,m should be better defined  as “‘hemotologic”
stem cells since, in eye banking, comeal  epitheliaI  stem cells are being moxe frequently
used in transplantation and these cells are not leukocyte-rich and should  not  tK inch&d
under the rubric “stem cells.” This problem could be eknkted if stem cells were better
defined in the proposed rule.

EBAA  Comment:
The EBAA believes this example is one among  ma& that ident@  problems of
approptiate  applicabilily  in the rule.

On page 52706 of the Federal ReGter, ‘yhe agency requests comzllctlt  on the feasibility
of testing for TSE/CJl3  in donors of comeal tissue.” In over 55 years caf U.S. eye
banking, only one reported case of CJD transmission has Jxen documented. That
particular tissue was recovered fkom a patient who died in a neumlogical  institute. The
donor tissue was newr evaluated nor screened by the local eye bank. Zero cases have
been reported since the EBAA irnple~~~~M  its medical &an&uds  in 1980. On&  case in
over  55 years indicates a negligible prevalence  in the donor pool. According to the FDA,
“its prevalence among donors would have to be sufIici&t  to warr@ screening  and
testing of all donors.”

.

Due to reports of recent transmission outside the United States, the EBAA, concerned
that “no future transmission ocwrs”, convened a group of intunationally  renown
scientific experts in CJD, eyebankiug  and epidemiolorsy*  to provide appropriate
guidelines and parameters  for TSE and CID. The EBAA expe& a report and scientific
data on this subject soon and will  forward it to the agency. It should  be noted that the
countries where recent transmission occurred do not adhere  to @ndards  as stringent as
those adopted by EBAA member b&. Further, unclti  current  EBAA standards, the
tissue would not meet lEE3AA  donor criteria and would not have been transplanted.

3
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IEBM Attachment I

At the present time, a brain biopsy is not a realistic way of wreeniq donors for TSE,
because of the time requirement involved. A brain biopsy would require consent for a
brain autopsy to be performed. Brain autopsy results in donor &sQurunent and delays
in funeral arrangements, ‘Which would impact families and,  we believe, ‘w&Id clmstidly

. reduce the number of people willing  to donate, It would also aab significant costs  to eye
banks. The l&gth  of time tl~cessary  to complete the n&rose@  study of brain tissue
would result 1;: expiration of the corneai  tissue, Le.,  aging of the cornea beyond  the 7-10

.

days when a dssue  could be placed for transplantation. In the absence of a serologic
rapid tist, the eye banking community is looking at possible historiwI  screens for TSE as
noted above.

EBAA Comment:
The EBAA recommends that the agency take no action in this  area at this time. The
EBAA will shortly receive re~omrnendations  fkom au Ad Hoc group  of experts convened
to examine CJD/TSE  concerns+ Thegroup’sfindingswill~besharedwiththe
agency.

*Ad Hoc Committee for CJD:
(Advisory to EBAA Medical Advisory Board)

Robert Kennedy, MD, PhD, MBA, Mph
Associate Professor of Ophthalmology and Director  of Ocuio  - Plastics
University of Texas, Southwestern Medical Center, Da&s, Texas

.
Robert Johnson, MD,
Professor of Neurology
Yohns Hopkins University, School of Medicine, Baltimore, MD

Nicholas Hogan, MJD, PhD
Assistant Professor of Ophthalmology and Neurology
University of Texas, Southwestern Medical Center, D&s, Texas

Joel Sugar, MD
Prcfessor  of Ophthalmology
UniversiQ  of Illinois, Chicago, Illinois

Walter stark, MD
Professor of Ophthalmology
Johns Hopkins University, School  of Medicine, 3altirnore,  MD

Edward Holland, MD
Professor of Ophthalmology
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EBAA  Attachment I
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.:
- l Legislative  Consent

Sections 1271.3 (0) and 127.L7.T (4

The Section 1271.3 (0) and Setion 1271.75 (d) require a donor medical history
interview. There is no evidence that there has heen  any increased risk of transmission  of
disease @rough  corneas obtained under legislative consent  absent  a medical history
interview. In the absence of such evidence, and given the lack of confhmation  of the
validity of such l interviews, mandating  such a requirement does  not appear to have
adequate scientific substantiation,

EBAA Medical Standards document that legislative consent case.8  can be screened for
risk factcx-s  and an adequate donor profile can be collstntcted  through the use of the
investigator*s  reports, autopsy results,  and other  ~OUX.W of do- history.

j3BAA Comment:
The EBAA recommends no change in poliky  fkom presebt  federal regulation, k 1998
report presented before EBAA’s Medical Advisory Board by the EBAA Policy and
Position Remh Committee, specifkally  summarizes the JZ@bA position (see
Attachment II).

Se&on 1271.65 requires separation of suitable tissue from ?praMi&’ tissue. Physical
separation would require additional &iigerator storage  units for quarantined  tissues, and
would present an unnecessary cost md space burden. ,

’

EBAA Comment:
No “storage” problems have remIted  in the tranmhsion of syntemic-infktious  disease.
EBAA reummmds  that the agency permit  eye banks  to follow oornmunity  standards  for
storage.
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EBAA Attachment I

+ FDA - Licensed Tests

Se&on  i270,80  (c)

Section 1270.~0  (c) requires the use of FDA-appmved  tests. Tests specifically labeled
for cadaveric-  vpecimens  shall be used instead of a more genemlly  labeled  test when
applicable and when  available.

No curreI;ltIy  FDA-approved serological tests exist for cadavori~  sanyples. Due to the
nature of eye recovery, the majority of samples collected are fzadaveric.

EBAA Comment;
Current IBAA’s Medical Standards for labeling and testing requh!mn& meet or exceed
this proposed requirement. We encourage the FDA to w&k with laboratories and
maru&cturers  of diagnostic tests to approve tests for caclaveric  sp&nens.

0 Collection  of Blood  Samples

Section 1271.80 @)
Section 1271,SC.I  (b) of the proposed I+& “. , + requires  that the donor specimen be collected
at the time of recovery  of cells or tissue from the donor or within  48 hc~um  after recovery;
except that the specimen from  a living donor may be collected up to 7 days prior to
reecovery....” .

There are scvcral  problems with this proposal for eye banking:

(1) The best sample is one that is obtained fkom the donor pre-mortem. A FDA-approved
blood test kit would actually test the blood within the @delines of the kit, since such
kits are only approved for blood from living patients. Frequently, post-mortem
samples are hemolyzed and this leads to false-positive tests,

(2) Not permitting pre-mortem samples negates all blood samples taken  pm-infusion  and
pre-transfusion in cases of blood loss (adults) and infusion  of fluids  and blood (adults
with  blood loss and all children under  12 years.) This whole proposal grossly
contradicts FDA’s fmal rule that requires pre-infusion  and prHrw&sion  samples in
such cases, This requirement also conflicts with another section in the Proposed
Rule, 1271.80 {d) (2) Ii): “A specimen taken from the donor after blood loss but
before the trar&sion  or infusion is available for relevant communicable disease
testing,”

(3) Setting a standard of blood sample collection up to 48 hours after recovery establishes
dangerous outer-testing limits for bunked  human eyes. The later the specimen
collection, the more hemolyzed  the blood, and the greater chance  for testing errors.

6
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EBAA Attachment I

EBAA Comment:
Allowing a donor specimen to be CollWed  up to 48 hours afk recovery  is not
recommended for purposes of eye donation. This  requireme&  woNd  foster  quality
problems for eye ban++ This is one example of where  the proposed rule is overly broad

. and actually relaxes cxxnmunity  st&ards.
dangerous qu$ ity problems not currently exhibited. l%e BBAA reeomk&  deletion of

J

This’ proposed sitandd  could  lead to
,

these s&n ,I 1 Tissue specific commuuity  standards for eye hank@ must be allowed.

0 Plasma  Dilution AIgorithm

Section 1271.80 (d)(z) and {#(z)(i)

Section 1271.80 (d)(2) and 1271.80 (d)(2)(l) of the proposed  rule  and pretrious  FDA
guidance  documents provide dire&ion  for the fmaI determination  of serology test results.
Nevertheless, direction under  the proposed rule remains either vague or unsupported by
scientific logic. For example, “blood loss” needs clarification.  In addition,  dilution
algorithms  are required if infusions and tmnsfusions  exceed 2000 tnL over specific time
periods. This becomes a practical  issue of performance. How can you determine if the
algorithm needs to be implemented due to the 2000 mL limit tithout  actually  performing
the tabulation?

Most facilities  have complied  with this  regulation by merely performing a dilution
algorithm on all donor cases destined for,transplant  use. Finally, the inelusion  of whole
blood ceil total volume in calculations does not meet scientific principles.  The volume of
the red blood cells does not cor&ibute  to plslsma  dilution, only the actual ~I~SIIU volume
of the whole blood or the components used to produoe’reconstituted  whole blood prior to
transfusion contribute to dilution of the plasma

EBAA Comment:
The EBAA recommends no change tirn FDA’s pik?serU  policy on plasma dilution.

l Screening  and Confirmatory  Test@

SecriQn 127mi?  (if) (g

Section 1270.80 (d) (1) of the Notice of Proposed  Ihkmaking  0, deolares  a donor
who tests “repeatedly  reactive or positive for a particular agent unsuitable, thus the cells
and tissues from that donor could not be used.”

EBAA Comment:
Current clinical practice suggests that confirmatory tests be used when available to verify
positive screening tests. In order to avoid m transplant&le  tissue, we urge the

7.
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EBAA Attachment I

FDA to follow Gurreat  clinical  practice and reconsider its position because  of the lack of
scientific information that negate3 current clinical practice. The FDA does  accept
confirmatory testing for Treponemal  disease. Policy should be consistent with medical
practice, allowing conknakuy  tests (where available) to prevajl  in all cases.

1 Recordkeeping  Requirement  ’\

Section i27 1.55 (1) (i) requires manuf&urers to include 8 copy  of the donor’s fll43vant
medical records in documentation to accompany the tissue.

Under FDA’s proposed rule an eye bank would have to obtain pxmission to release the
medical records of the donor. Any identification of the donor would have to be redacted.
This  requirement is cumbersome, costly, md would  ultimately provide corrfbsing  and
conflicting data to transplant physicians. It appears that eye banks would need  to send
copies of the donor’s full hospital chart to the surgeon and hospital Operating Room,
This would require a donor’s medical chart be included  with the recipient’s hospital
chrt,  This could create a ccmfksing  situation and lead to ermr. Idez&i&@  cause of
death and including a brief summary of medical condition to be delivered with the tissue
is more appropriate. This would shield sensitive materials. In the mle a definition of

Summary of Me&d Aecordr  is given, qoweverP the proposed  rule does  not appear to
simply permit a summary to be sent with the donor,

EBAA Comment:
The EBAA rtxmmmends  deletion of this requirement as excessively burdensome. EBAA
practice, per Medical Standards, has ekctively  guarded a&st transmission of
systemic-infectious disease.

l

Section 1271.55 (t-i) .

Section 1271.55 (d) requires deleting the donor’s name Born documentation
accompanying the tissue.

The Department of Health and Human Services proposed rUle addressing “Standards for
Privacy of Individually Identifiable Health l.&omM.ion,  Federal  Register Vol. 64 No. 212
45 CPR Parts I60 through  164 RIN 099 14308: would require deletion of much more
data than the “donor  name” as required in this standard.
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EBAA Comment:
The Association is currently providing comment to the Department of Health  and Human
Services, on the proposed -&le regar&ng  (Federal R.egist&  Vol.  64 No. 212 CFR Parts

160 through 164 RIN 0991~Al308)  Stanes  for Privacy  of Indiyiduall?  Identifiable
. Health Information. We believe the proposed HJ3S regulation  would  adv&sely  impact

the transplant bommunity. The regulation wouId  severely burden the lx-ansplant  process
because of n&datory preauthorization  requiring consent to tiew medical records.  The
proposed regtilation  will also restrict the research commtity’s  wcess to oomeal  tissue.
The Association will request an exemption f&n this proposed rule  so that the transplant
comrmnity  can continue to have access to essentkl  donor ir&mmtim  in a timely
fashian, that is necessary to facilitate the transplant  process.
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MEDICAL EX+INERS  LAWS ANI) THE lSSU~  OF !l”I~~l,.J~  SAF’ETY

and Drug and Administration (2XCFRlZ~Cl)  hi$hligbt this conctr~.  Caaainrd  in these

rulings is the requirement that inform&inn  he obtained  concerning &.IIWS thrmgh  “a

documented dialogue with an individual Or individuab  who would  be knawl~~eab~e  of

the’&nor’s  relevant medical  hktrxy  and social behavior...” but “for cx~~eul  t&sue

pmcurcd under legishtive  con%nt  where a c?owc  medical h&q ,rmcajng  intef~jew -

has not occurred, a physical wessmcnt  of the donor is required and ot&or  available

information shull  be reviewed.” Th& legislation appears to respect the imgurtancc of a

medic41 history while at the same time  allowing states which procwc tissue  imlei

medical examiner laws to continue to do so, e&n without a direct interv&. These

rulings and the corw.crrzs of sion~ts  mer&ers  of the eye b;lnkiag  commudty  +ave led to a

request for rsqq~raisal  of lhe issue of tissue  obcain+I  through me.&+  w.@niner laws.

At icsst two basic issties  present thcmxclvcs: WE is the issue of the safety of medical

examiner tissue; another is the ettical  concern inherent in obtaining  tissue without

specific  consent  frm~ the dunur  or donor family. ‘IX? p8per will qftempi to deal only

with the issue  of safesy.  The  j$Sues r&ted to ethics witi he ieft la fitherkrcyas  for

debate.
*

.’

Prior to discussing safety issues it would be approptitc  ICI mess ihe impact of medical

examiner Icgislz&n on tbe’supply of c~tne~s  iri the Un@d States.  ‘i%e&+~ Eye

Bank of Texas at &Iylor College of Medicine, through ia; cxcc$ive director M,@.
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Danneffcl, surveyed  United Stales eye banks and found  that wbilc  33 sw.es have

medical examiner law only  nine wxl them in 1996, Of the 43,711 usable corneas

prowred  in the I.Jni~~~ Stdtes  thaf  year, 4,752 or 11% w&a procUred  under medical

examiner legislation; \Thus the impact is not  great &bough in some arms  it is

substantial.
i * .

.

To ewluate  the safety of medical examiner tissue we will first attempt t(, review  the

relevant literature. Direct comparisons between hospital and medid examiner  tissue

WCC sought. Very few stich cumparisuns  cx.ist.  Danneffel and h Sugar1 found  &nos,st

an identical sertipositivity  for human irntnunociefiticncy  virus (HIV) in medic&. .

examiner cases (0.87%) and hnspital cases  (0.83%) screened from 1986 to n&l 198%

Heck et A2 found 5 of 205 yrqxxtive  donors, already screened to attempt to \

climinste  high risk groups. positive by ELlSA and’  West&n  blot for H[Iv.  All . l

prospective &nors  wcrc medical examiner cask and no comparisrm  group with non-

medical exam&r cases  wu evaluated. Hw;ur): et & reviewed 4,451 consecutive

potentiul  donors from the Lx An&t& C@mty  Medical  Exzuniner  and e*cluded  l&30

(37.7%) on the basis of history or pby~ical examination Of the remaining I&771

potential dtsnors  27, (0.97%) were repeatedly pwitive  on ELlSA  screcnixy for HIV.

Again a non medical examiner group was not  prcwidccl  for comparison.
I

Through the ;ERAA. adverse retiction  reporting system, Kirk Wilhelm& found for

adverse reactions reported from 1993 to 1997.10 enikrphthalmitis  cases were ‘$roxn

medic&  examiner cases, 54 from  hospiti  patients and in 16 the source was unknown.

This makes medid &miner  cues BCCMJnt  for 15.6% of’endophth&nG  cuss wbcrc

the tissue sm.&e was known. For primary Jonor failures, 1995 to Feb., 1998,24  of 144
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reported cases where the source  was known were  from medical cxamincr cases or

16.6%. The exact pcoporlion  of all grafts from medical  examiner sou&s during this

time peri& is uncertain  but probably is kxmwherc hctwe&n  11 and 25%. +I a more

=R?
saq

i 1
Limited  but better c@molled  study D~nneffel.  Scardir+ Wilhelmus,  and W&bury

(wrirt$rr  c~mmunic&on  December  18, 199’1  submitted IIS ARVO &tract)

tetrospectivcb  reviewed  all adverse rcaclions repcxtcd  Irom 8,211 cor~eal  tissues
. .

distributed by their eye bank from 1693 through 19%. X3 adverse kwtians were frotn

5,580 nm,GcaJ examiner obtained t,issues  (024%) and 6 were  fkm a631 putt-&kin -

consented sources (O-23%).

.

Spcciiic cases  of systetmic  c&ease  transmission have been reported including 2 cases of

Hepatitis B md 4 cilr;es of Creutzfeldt-Yakob  disease as well as cases Of &ies. None

of these were from medical examir)~r  cases and & appeared to have j&tori= available

although in aU Usited States cases traampluntation  took place prior to’ingitution  of the

prcsenr medical standards. Nonetheless, the risk of transmiss&  of wtcmic  viral

&ease persists, even  in the presence of a family  history interview. The risk of prian-

associated diseases such as Crtutzf&ldl-Jakob  is low but certainly not zero. Hoian and

Cwmaggb4  and in revised figures  Hogzu~,  Heck, and Cavanagh (wr;ttin  &&&uaication

Januzuy  Y, 1998, submitted as ARVO abstract] suggest that app&ximatcly oue donor
I

per year would be expe+sd in the United  States dorlor  puof  to have Creutzfeldt-Jakob

d&&se, They  felt thal historica &cIusir>nary  ti’teria,  thuse  already in phcc, would

exclude  such:  ir. donor. Whether medical examiner screening of tissue w&d exclude

such  a &nor  is unknown The question persists as to thi adcquaey of medical
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In s~mrnary  110 data are presented  here which demonstrate evidence of increased UIJ

&ease rransmissian risk frum donor  tissue derived from  me&a& &ntr  sources. ’
s I22

Whdther such ti$suc.  ;hcn lacking historicajdata,  will gkvent  in&%tsed  risb in the
J#j
w 3
)H s

future is ~nlumwn.  3% review is limited by the scucity  of well dvsigned  studies of the
Ia

.
predictivd  value of &&al ZLII~ interview du&  colfcciion  in both rnedjcaJ fisaminer and

hospital settiii&.  ‘Until data from zlpyru@arc si~dics we available, it is suggested that

r&asansblc  efforts be made to obtain  historical informirtion  nn atl comcsrf  donors. The

Medical Advisory 13oard of ihe  EBAA will ntcd to u>ntinue  LU rrlonit~  ancl ;xssess this

issue.  A scienlific  basis for altering present pokies  does not yet a&t.
.

. . *
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